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L23 ANSWER 1 OF 4 MEDLINE on STN DUPLICATE 1 

AN 2004505435 MEDLINE 

TI Combined use of a collagen-based dermal substitute and a fibrin-based 
cultured epithelium: a step toward a total skin replacement for acute 
wounds . 

SO Burns : journal of the International Society for Burn Injuries, (2004 Nov) 
30 (7) 713-9. 

Journal code: 8913178. ISSN: 0305-4179. 
AU Mis Beatrice; Roll and Eric; Ronfard Vincent 

AB Integra, a dermal replacement, is used as an immediate and temporary- 
coverage for acute wounds, after which, autograft is used to reconstitute 
permanently the epidermal coverage. The fibrin sheet-cultured epithelium 
autograft (FS-CEA) could provide an effective alternative to the surgical 
procedure. To evaluate this hypothesis, we compared the association of 
Integra/FS-CE to Integra/control-cultured epithelium (control -CE) . Their 
respective abilities: (1) to produce dermal -epidermal construct 
in vitro; (2) to generate skin replacement when grafted onto 
athymic mice were studied. We have shown that: (1) 83% of the FS-CE 
attached to the artificial dermis in vitro compared to only 33% 
for control-CE; (2) retraction of the grafted area was significantly lower 
2 weeks after grafted with FS-CE than with the control-CE (P < 0.05); (3) 
83% of the mice grafted with FS-CE showed the presence of a differentiated 
human epidermis 21 days after grafting, while such an epidermis was absent 
in all the animals of the control-CE group. We found that the use of 
FS-CE greatly improved adhesion, development of the epithelium and graft 
take onto the artificial dermis. We believe this technology 
should significantly improve the performance of dermal -epidermal 
skin replacement for acute wounds. 

L23 ANSWER 2 OF 4 MEDLINE on STN DUPLICATE 2 

AN 2003072369 MEDLINE 

TI Long-term remodeling of a bilayered living human skin 

equivalent (Apligraf) grafted onto nude mice: immunolocalization 
of human cells and characterization of extracellular matrix. 

SO Wound" repair and regeneration : official publication of the Wound Healing 
Society [and] European Tissue Repair Society, (2003 Jan-Feb) 11 (1) 35-45. 
Journal code: 9310939. ISSN: 1067-1927. 

AU Guerret Sylviane; Govignon Emmanuel; Hartmann Daniel J; Ronfard 
Vincent 

AB Type I collagen is a clinically approved biomaterial largely used in 



tissue engineering. It acts as a regenerative template in which the 
implanted collagen is progressively degraded and replaced by new 
cell-synthesized tissue. Apligraf, a bioengineered living skin, is 
composed of a bovine collagen lattice containing living human fibroblasts 
overlaid with a fully differentiated epithelium made of human 
keratinocytes . To investigate its progressive remodeling, athymic mice 
were grafted and the cellular and the extracellular matrix components were 
studied from 0 to 365 days after grafting. Biopsies were analyzed using 
immunohistochemistry with species-specific antibodies and electron 
microscopy techniques. We observed that this bioengineered tissue 
provided living and bioactive cells to the wound site up to 1 year after 
grafting. The graft was rapidly incorporated within the host tissue and 
the bovine collagen present in the graft was progressively replaced by 
human and mouse collagens. A normal healing process was observed, i.e., 
type III collagen appeared transiently with type I collagen, the major 
collagen isoform present at later stages. New molecules, such as elastin, 
were produced by the living human cells contained within the graft. This 
animal model combined with species- specif ic immunohistochemistry tools is 
thus very useful for studying long-term tissue remodeling of bioengineered 
living tissues. 
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ANSWER 3 OF 
2000:351643 
132:331698 

Bioengineered tissue constructs and methods for producing and using them 
PCT Int. Appl., 68 pp. 
CODER: PIXXD2 

Murphy, Michael P.; Ronfard, Vincent 

Cultured tissue constructs comprising cultured cells and endogenously 
produced extracellular matrix components without the requirement of 
exogenous matrix components or network support or scaffold members. Some 
tissue constructs of the invention are comprised of multiple cell layers 
or more than one cell type. The tissue constructs of the invention have 
morphol . features and functions similar to tissues and their strength 
makes them easily handleable. Preferred cultured tissue constructs of 
invention are prepared in defined media, i.e., without the addition of 
undefined components. 
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